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cryptogenic cirrhosis

Cryptogenic cirrhosis is a condition that impairs liver function. People with this condition
develop irreversible liver disease caused by scarring of the liver (cirrhosis), typically in
mid- to late adulthood.

The liver is a part of the digestive system that helps break down food, store energy, and
remove waste products, including toxins. Minor damage to the liver can be repaired by
the body. However, severe or long-term damage can lead to the replacement of normal
liver tissue with scar tissue.

In the early stages of cryptogenic cirrhosis, people often have no symptoms because
the liver has enough normal tissue to function. Signs and symptoms become apparent
as more of the liver is replaced by scar tissue. Affected individuals can experience
fatigue, weakness, loss of appetite, weight loss, nausea, swelling (edema), enlarged
blood vessels, and yellowing of the skin and whites of the eyes (jaundice).

People with cryptogenic cirrhosis may develop high blood pressure in the vein that
supplies blood to the liver (portal hypertension). Cryptogenic cirrhosis can lead to type
2 diabetes, although the mechanism is unclear. Some people with cryptogenic cirrhosis
develop cancer of the liver (hepatocellular cancer).

Frequency

Cirrhosis affects more than 600,000 people in the United States; cryptogenic cirrhosis
likely accounts for 5 to 30 percent of these cases.

Genetic Changes

Unlike most cases of cirrhosis, cryptogenic cirrhosis is not caused by the hepatitis C

or B virus or chronic alcohol use. A diagnosis of cryptogenic cirrhosis is typically given
when all other causes of cirrhosis have been ruled out. When a disorder occurs without
an apparent underlying reason, it is described as cryptogenic.

Research has shown that many cases of cryptogenic cirrhosis likely result from a
condition called non-alcoholic fatty liver disease (NAFLD). In NAFLD, fat accumulates
in the liver, impairing its function. If the fat buildup leads to inflammation and damage
to liver tissue, NAFLD progresses to a condition called non-alcoholic steatohepatitis
(NASH). Long term inflammation in people with NASH can cause the formation of scar
tissue and a decrease in fat buildup. As a result, individuals progress from NASH to
cirrhosis.



Cryptogenic cirrhosis may also develop from autoimmune hepatitis, which is a condition
that occurs when the body's immune system malfunctions and attacks the liver, causing
inflammation and liver damage.

In very rare cases, cryptogenic cirrhosis has been associated with mutations in genes
that provide instructions for making certain keratin proteins. Keratins are a group of
tough, fibrous proteins that form the structural framework of certain cells, particularly
cells that make up the skin, hair, nails, and similar tissues. People with these keratin
gene mutations are more likely to have fibrous deposits in their livers than individuals
without the mutations. These deposits impair liver function, leading to cirrhosis.
Mutations in these genes have also been found in people with other liver disorders.

In many cases, the cause of cryptogenic cirrhosis is unknown. Many people with
predisposing conditions do not develop cirrhosis. Researchers are working to discover
the causes of cryptogenic cirrhosis as well as to find out why some people seem to be
protected from developing cirrhosis and others seem to be susceptible.

Inheritance Pattern

Most cases of cryptogenic cirrhosis are not inherited. However, people with a family
history of liver disease or autoimmune disease are at an increased risk of developing
these diseases themselves, and possibly cirrhosis.

In individuals with an associated keratin gene mutation, the risk of developing
cryptogenic cirrhosis appears to have an autosomal dominant pattern of inheritance.
Autosomal dominant inheritance means that one copy of an altered gene in each cell
is sufficient to increase the risk of developing cryptogenic cirrhosis. In these families,
people inherit an increased risk of cryptogenic cirrhosis, not the disease itself.

Other Names for This Condition

e cirrhosis, cryptogenic

Diagnosis & Management

Genetic Testing

*  Genetic Testing Registry: Cirrhosis, cryptogenic
https://www.ncbi.nlm.nih.gov/gtr/conditions/C0267809/

*  Genetic Testing Registry: Familial cirrhosis
https://www.ncbi.nlm.nih.gov/gtr/conditions/C1861556/
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Other Diagnosis and Management Resources

e  Children's Hospital of Pittsburgh: Cirrhosis
http://www.chp.edu/our-services/transplant/liver/education/liver-disease-states/
cirrhosis

* Cleveland Clinic: Cirrhosis of the Liver
http://my.clevelandclinic.org/health/articles/cirrhosis-of-the-liver

*  MedlinePlus Encyclopedia: Cirrhosis
https://medlineplus.gov/ency/article/000255.htm

General Information from MedlinePlus

» Diagnostic Tests
https://medlineplus.gov/diagnostictests.html

e Drug Therapy
https://medlineplus.gov/drugtherapy.html

*  Genetic Counseling
https://medlineplus.gov/geneticcounseling.html

» Palliative Care
https://medlineplus.gov/palliativecare.html

e Surgery and Rehabilitation
https://medlineplus.gov/surgeryandrehabilitation.html
Additional Information & Resources
MedlinePlus

*  Encyclopedia: Cirrhosis
https://medlineplus.gov/ency/article/000255.htm

* Encyclopedia: Fatty Liver--Nonalcoholic
https://medlineplus.gov/ency/article/007657.htm

* Encyclopedia: Liver Cancer--Hepatocellular Carcinoma
https://medlineplus.gov/ency/article/000280.htm

*  Health Topic: Cirrhosis
https://medlineplus.gov/cirrhosis.html
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Additional NIH Resources

National Cancer Institute: Liver (Hepatocellular) Cancer Prevention
https://www.cancer.gov/types/liver/patient/liver-prevention-pdg#section/_21

National Institute of Diabetes and Digestive and Kidney Diseases: Autoimmune
Hepatitis
https://www.niddk.nih.gov/health-information/liver-disease/autoimmune-hepatitis

National Institute of Diabetes and Digestive and Kidney Diseases: Cirrhosis
https://www.niddk.nih.gov/health-information/liver-disease/cirrhosis

National Institute of Diabetes and Digestive and Kidney Diseases: Nonalcoholic
Steatohepatitis
https://www.niddk.nih.gov/health-information/liver-disease/nafld-nash

Educational Resources

Disease InfoSearch: Cirrhosis of the Liver
http://www.diseaseinfosearch.org/Cirrhosis+of+the+Liver/9662

Johns Hopkins Medicine: Chronic Liver Disease/Cirrhosis
http://www.hopkinsmedicine.org/healthlibrary/conditions/adult/liver_bili
ary_and_pancreatic_disorders/chronic_liver_disease_cirrhosis_85,p00662/

Johns Hopkins Medicine: Nonalcoholic Fatty Liver Disease
http://www.hopkinsmedicine.org/healthlibrary/conditions/adult/digestive_disorders/
nonalcoholic_fatty liver_disease 134,178/

MalaCards: cirrhosis, cryptogenic
http://www.malacards.org/card/cirrhosis_cryptogenic

Merck Manual Professional Version: Cirrhosis
http://mwww.merckmanuals.com/professional/hepatic-and-biliary-disorders/fibrosis-
and-cirrhosis/cirrhosis

Patient Support and Advocacy Resources

American Liver Foundation: Cirrhosis
http://www.liverfoundation.org/abouttheliver/info/cirrhosis/

British Liver Trust: Cirrhosis
https://lwww.britishlivertrust.org.uk/liver-information/liver-conditions/cirrhosis/

Canadian Liver Foundation: Cirrhosis
http://www.liver.ca/liver-disease/types/cirrhosis/default.aspx

ClinicalTrials.gov

ClinicalTrials.gov
https://clinicaltrials.gov/ct2/results?cond=%22cryptogenic+cirrhosis%22

page 4


https://www.cancer.gov/types/liver/patient/liver-prevention-pdq#section/_21
https://www.niddk.nih.gov/health-information/liver-disease/autoimmune-hepatitis
https://www.niddk.nih.gov/health-information/liver-disease/cirrhosis
https://www.niddk.nih.gov/health-information/liver-disease/nafld-nash
http://www.diseaseinfosearch.org/Cirrhosis+of+the+Liver/9662
http://www.hopkinsmedicine.org/healthlibrary/conditions/adult/liver_biliary_and_pancreatic_disorders/chronic_liver_disease_cirrhosis_85,p00662/
http://www.hopkinsmedicine.org/healthlibrary/conditions/adult/liver_biliary_and_pancreatic_disorders/chronic_liver_disease_cirrhosis_85,p00662/
http://www.hopkinsmedicine.org/healthlibrary/conditions/adult/digestive_disorders/nonalcoholic_fatty_liver_disease_134,178/
http://www.hopkinsmedicine.org/healthlibrary/conditions/adult/digestive_disorders/nonalcoholic_fatty_liver_disease_134,178/
http://www.malacards.org/card/cirrhosis_cryptogenic
http://www.merckmanuals.com/professional/hepatic-and-biliary-disorders/fibrosis-and-cirrhosis/cirrhosis
http://www.merckmanuals.com/professional/hepatic-and-biliary-disorders/fibrosis-and-cirrhosis/cirrhosis
http://www.liverfoundation.org/abouttheliver/info/cirrhosis/
https://www.britishlivertrust.org.uk/liver-information/liver-conditions/cirrhosis/
http://www.liver.ca/liver-disease/types/cirrhosis/default.aspx
https://clinicaltrials.gov/ct2/results?cond=%22cryptogenic+cirrhosis%22

Scientific Articles on PubMed

PubMed
https://www.ncbi.nlm.nih.gov/pubmed?term=%28Liver+Cirrhosis%5BMAJR%5D
%29+AND+%28cryptogenic+cirrhosis%5BTIAB%5D%29+AND+english%5Bla%5D
+AND+human%5Bmh%5D+AND+%22last+1800+days%22%5Bdp%5D

OMIM

CIRRHOSIS, FAMILIAL
http://omim.org/entry/215600

Sources for This Summary

Caldwell S. Cryptogenic cirrhosis: what are we missing? Curr Gastroenterol Rep. 2010 Feb;12(1):
40-8. doi: 10.1007/s11894-009-0082-7. Review.
Citation on PubMed: https://www.ncbi.nim.nih.gov/pubmed/20425483

De BK, Mani S, Mandal SK, Mondal SS, Bhattacharya R, Pramanik AB, Sau D, Bhattacharjee K,
Joardar S. Cryptogenic cirrhosis: metabolic liver disease due to insulin resistance. Indian J Med Sci.
2010 Nov;64(11):508-19. doi: 10.4103/0019-5359.102124.

Citation on PubMed: https://www.ncbi.nim.nih.gov/pubmed/23051943

Ku NO, Darling JM, Krams SM, Esquivel CO, Keeffe EB, Sibley RK, Lee YM, Wright TL, Omary MB.
Keratin 8 and 18 mutations are risk factors for developing liver disease of multiple etiologies. Proc
Natl Acad Sci U S A. 2003 May 13;100(10):6063-8. Epub 2003 Apr 30.

Citation on PubMed: https://www.ncbi.nlm.nih.gov/pubmed/12724528

Free article on PubMed Central: https://www.ncbi.nlm.nih.gov/pmc/articles/PMC156326/

Ku NO, Gish R, Wright TL, Omary MB. Keratin 8 mutations in patients with cryptogenic liver
disease. N Engl J Med. 2001 May 24;344(21):1580-7.
Citation on PubMed: https://www.ncbi.nlm.nih.gov/pubmed/11372009

Mohammed OK, Mahadeva S. Clinical outcomes of cryptogenic compared with non-cryptogenic
cirrhosis: A retrospective cohort study. J Gastroenterol Hepatol. 2015 Sep;30(9):1423-8. doi:
10.1111/jgh.12978.

Citation on PubMed: https://www.ncbi.nim.nih.gov/pubmed/25867030

Scaglione S, Kliethermes S, Cao G, Shoham D, Durazo R, Luke A, Volk ML. The Epidemiology of
Cirrhosis in the United States: A Population-based Study. J Clin Gastroenterol. 2015 Sep;49(8):
690-6. doi: 10.1097/MCG.0000000000000208.

Citation on PubMed: https://www.ncbi.nlm.nih.gov/pubmed/25291348

Reprinted from Genetics Home Reference:

https://ghr.nlm.nih.gov/condition/cryptogenic-cirrhosis

Reviewed: March 2016
Published: March 21, 2017

page 5


https://www.ncbi.nlm.nih.gov/pubmed?term=%28Liver+Cirrhosis%5BMAJR%5D%29+AND+%28cryptogenic+cirrhosis%5BTIAB%5D%29+AND+english%5Bla%5D+AND+human%5Bmh%5D+AND+%22last+1800+days%22%5Bdp%5D
https://www.ncbi.nlm.nih.gov/pubmed?term=%28Liver+Cirrhosis%5BMAJR%5D%29+AND+%28cryptogenic+cirrhosis%5BTIAB%5D%29+AND+english%5Bla%5D+AND+human%5Bmh%5D+AND+%22last+1800+days%22%5Bdp%5D
https://www.ncbi.nlm.nih.gov/pubmed?term=%28Liver+Cirrhosis%5BMAJR%5D%29+AND+%28cryptogenic+cirrhosis%5BTIAB%5D%29+AND+english%5Bla%5D+AND+human%5Bmh%5D+AND+%22last+1800+days%22%5Bdp%5D
http://omim.org/entry/215600
https://www.ncbi.nlm.nih.gov/pubmed/20425483
https://www.ncbi.nlm.nih.gov/pubmed/23051943
https://www.ncbi.nlm.nih.gov/pubmed/12724528
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC156326/
https://www.ncbi.nlm.nih.gov/pubmed/11372009
https://www.ncbi.nlm.nih.gov/pubmed/25867030
https://www.ncbi.nlm.nih.gov/pubmed/25291348
https://ghr.nlm.nih.gov/condition/cryptogenic-cirrhosis

Lister Hill National Center for Biomedical Communications
U.S. National Library of Medicine

National Institutes of Health

Department of Health & Human Services

page 6



